Sir, among new drugs impacting on oral healthcare are a range of molecules designed to inhibit the growth or effects of tumours. Thus agents with the acronyms BP, RANK and VEGF are becoming increasingly commonplace in clinical practice and all may be associated with a risk of developing osteonecrosis of the jaws (ONJ) -a conundrum for all in oral health care. ONJ is a particular issue following invasive dental or oral surgery, since many such procedures impact on bone.
Bisphosphonates (BPs) are potent inhibitors of osteoclast-mediated bone resorption, which is increased when cancers invade bone. BPs are an established treatment for cancer spread to bone, and effectively reduce pain and other skeletalrelated events. Denosumab is a fully human monoclonal antibody with high affinity and specificity for Receptor Activator of Nuclear factor-Kappa B Ligand (RANKL), a cytokine that is the main final mediator of osteoclastic bone resorption.
Angiogenesis inhibitors block various steps in the binding of signalling molecules, such as vascular endothelial growth factor (VEGF), to receptors on endothelial cells to prevent the formation of new blood vessels; molecules such as bevacizumab, sorafenib and sunitinib are used clinically to stop or slow tumour growth or spread.
ONJ may develop in patients exposed to anti-resorptive (BPs, denosumab) and anti-angiogenic (bevacizumab, sunitinib) drug therapy and, although to date there are no documented cases with other antiangiogenics (eg sorafenib, sirolimus), there may be a potential risk. 1 The risk of ONJ is about 1% for cancer patients receiving intravenous BPs (zolendronate), and there is a comparable figure for cancer patients exposed to denosumab while the risk for patients on VEGF inhibitors is lower (eg 0.2% with bevacizumab). 2, 3 There appears to be an increased risk in those patients on combination anti-resorptive and antiangiogenic therapy -ONJ may be as frequent as 10% in those on combined BP and sunitinib therapy. 4 For patients with exposure to the above agents and in whom surgical intervention is required, cessation or interruption of antiresorptive and anti-angiogenic medication (a drug-holiday) has been advocated to minimise the risk of developing ONJ. However, robust data on the effectiveness of drug holidays are lacking and this has been a controversial topic. A recent AAOMS position paper now suggests that for those who have been exposed to more than four years of oral BPs therapy and for whom a surgical intervention is planned, a drug-holiday of about two months prior to surgery and three months following surgery be undertaken to reduce the risk of ONJ. 5 This paper makes no recommendation for patients on other agents but we suggest, based on the pharmacology of denosumab, that a drug interruption of six months would possibly reduce the risk of ONJ. For VEGF inhibitors, recommendations in the medical literature and adopted by surgical oncologists and plastic surgeons, to minimise wound healing impairment, might be used as a guide: bevacizumab has a median half-life of about 20 days (range 11-50 days) and on this basis they LETTERS TO THE EDITOR Send your letters to the Editor, British Dental Journal, 64 Wimpole Street, London, W1G 8YS Email bdj@bda.org. Priority will be given to letters less than 500 words long. Authors must sign the letter, which may be edited for reasons of space. Readers may now comment on letters via the BDJ website (www.bdj.co.uk). A 'Readers' Comments' section appears at the end of the full text of each letter online.
have advocated a 6-8 week interruption of bevacizumab treatment before surgery and four weeks after surgery, to lower the risk of wound complications. Sunitinib has an elimination half-life of 40-60 hours: expert opinion has suggested cessation of sunitinib therapy one week before surgery, restarting after wound healing has commenced at a minimum of one week following surgery. [6] [7] [8] A. Robinson, Singapore C. Scully, London
